Purpose: The aim of this study was to investigate the impact of preoperative low body mass index (BMI) on both the short-and long-term outcomes in patients with gastric cancer. Materials and Methods: A total of 510 patients with gastric cancer were divided into the following 3 groups: low BMI group (≤18.5 kg/m 2 , n=51), normal BMI group (18.6-24.9 kg/m 2 , n=308), and high BMI group (≥25.0 kg/m 2 , n=151). Results: There were significantly more stage III/IV patients in the low BMI group than in the other groups (P=0.001). Severe postoperative complications were more frequent (P=0.010) and the survival was worse (P<0.001) in the low BMI group. The subgroup analysis indicated that survival was worse in the low BMI group of the stage I/II subgroup (P=0.008). The severe postoperative complication rate was higher in the low BMI group of the stage III/IV subgroup (P=0.001), although the recurrence rate and survival did not differ in the stage III/IV subgroup among all the BMI groups. Low BMI was an independent poor prognostic factor in the stage I/II subgroup (disease-free survival: hazard ratio [HR], 13.521; 95% confidence interval [CI],; P=0.036 and overall survival: HR, 5.130; 95% CI, 1.644-16.010; P=0.005), whereas low BMI was an independent risk factor for severe postoperative complications in the stage III/IV subgroup (HR, 17.158; 95% CI, P=0.027). Conclusions: Preoperative low BMI in patients with gastric cancer adversely affects survival among those with stage I/II disease and increases the severe postoperative complication rate among those with stage III/IV disease.
INTRODUCTION
Gastric cancer is the fourth most common cancer and the second leading cause of cancerrelated death [1] . In South Korea, gastric cancer is the second most prevalent cancer, and radical gastrectomy is the treatment of choice for this disease [2] [3] [4] [5] . Although a patient's prognosis after a gastrectomy primarily depends on the disease stage [6, 7] , other factors such as body mass index (BMI), and nutritional and immunological status may also play an important role in the prognosis and have an impact on the short-term surgical outcomes [8] [9] [10] [11] [12] [13] .
BMI can reportedly be a predictor of survival in patients with several cancers including colon, endometrial, ovarian, and pancreatic [14] [15] [16] [17] [18] . Some studies on gastric cancer have reported a negative impact of high BMI on short-term surgical outcomes, such as an increased operative time, blood loss, complications, and anastomotic leakage [19] [20] [21] [22] . Chen et al. [23] recently reported that low and high BMI had poor prognostic impacts in gastric cancer patients with peritoneal dissemination and who underwent palliative chemotherapy. Lee et al. [24] reported a decreased overall mortality in patients with gastric cancer who had a high BMI at postoperative 1 year, but their baseline preoperative BMI had no prognostic impact. However, several recent studies have reported the negative impact of low BMI on the survival of patients with colorectal, lung, liver, and laryngeal cancers [25] [26] [27] [28] [29] [30] . There have been only a few reports that assessed the impact of preoperative low BMI on the long-term survival outcomes of patients with gastric cancer. Therefore, we aimed to assess the impact of preoperative low BMI on the short-term surgical outcomes and long-term survival outcomes of patients with gastric cancer.
MATERIALS AND METHODS
We retrospectively collected data of 510 patients who were diagnosed with gastric cancer and who underwent a gastrectomy between January 2004 and May 2010 at the Department of Surgery, Incheon St. Mary's Hospital, College of Medicine, The Catholic University of Korea. This study was approved by the Institutional Review Board of the Catholic University of Korea (OC15RISI0067).
Clinicopathological evaluation
The evaluated parameters included patient demographics, comorbidity, operative details, and postoperative complications. The tumor depth, nodal status, and disease stage were classified according to the 7th American Joint Committee on Cancer staging system [31] . The lymph node dissection was classified according to the Guidelines of the Japanese Gastric Cancer Association [32] .
Classification of BMI groups
The patients were classified into 3 groups according to their BMI, which was based on the International Obesity Task Force recommendation in Asian-Pacific populations [33] : group A, low BMI (≤18.5 kg/m 2 , n=51); group B, normal BMI (18.6-24.9 kg/m 2 , n=308); and group C, high BMI (≥25.0 kg/m 2 , n=151). Each group was further subclassified into stage I/II and stage III/IV subgroups, and subgroup analysis was performed.
Blood sample analysis
Peripheral blood was acquired prior to surgery at the time of the diagnosis of gastric cancer. The serum albumin level, absolute lymphocyte count (ALC), and prognostic nutritional index (PNI) were used as the nutritional parameters. The ALC was calculated by multiplying the percentage of lymphocytes by the number of total white blood cells (WBCs). The PNI was calculated by the following formula: 10×serum albumin value (g/dL)+0.005×ALC in peripheral blood
The lymphocyte monocyte ratio (LMR) was defined as the ratio of the lymphocyte count to the monocyte count in the differential cell count.
Short-term surgical outcomes and long-term survival outcomes
The short-term surgical outcomes were based on the perioperative surgical outcomes such as operation time, blood loss, extent of lymph node dissection, number of harvested lymph nodes, postoperative complications, and mortality rate. The postoperative complications were graded using the Clavien-Dindo classification [34] , and severe postoperative complications included the complications classified as Clavien-Dindo grade IIIb or higher. Postoperative mortality was defined as death within 30 days after surgery or inhospital death after surgery. To determine the long-term survival outcomes, the patients received follow-ups until their death, and the date of the last follow-up, recurrence-related information, disease-free survival (DFS), death-related information, and overall survival (OS) were obtained.
Statistical analyses
All variables are expressed as the mean±standard deviation. A 1-way analysis of variance was used to evaluate the continuous variables among the 3 groups and the χ 2 or Fisher's exact tests was used to evaluate the categorical variables. Multivariate logistic regression analyses were used to assess the factors associated with postoperative complications. The DFS and OS were calculated from the date of surgery. The survival adjusted for censoring was calculated using the Kaplan-Meier method, and the medians were compared using the log-rank test. The Cox proportional hazards model was used to assess the multivariate prognostic factor. A P value <0.05 was considered statistically significant.
RESULTS

Clinicopathologic characteristics
The clinicopathologic characteristics of patients in each group are shown in Table 1 . Groups A, B, and C included 51 (10.0%), 308 (60.4%), and 151 (29.6%) patients, respectively. There were significantly more patients with stage III/IV gastric cancer (P=0.001) and with undifferentiated histology (P=0.011) in group A. The preoperative serum albumin level, ALC, PNI, and LMR were significantly lower in group A (P<0.001, P=0.027, P<0.001, and P<0.001, respectively). The postoperative complication rate was not significantly different among the groups, although the severe postoperative complication and mortality rates were significantly higher in group A (P=0.010 and P<0.001, respectively). Cancer recurrence was significantly more frequent in group A (P<0.001), although there were more patients with stage III/IV disease in group A (P=0.001). When the disease stage was subclassified into stage I/II and stage III/IV, the ALC and PNI were not found to differ in the stage I/II subgroup among the BMI groups, although there were more patients with low albumin levels and LMR in the stage I/II subgroup in group A (P=0.009 and P=0.004, respectively; Table 2 ).
The postoperative complication, severe postoperative complication, and mortality rates did not differ in the stage I/II group among the BMI groups, although cancer recurrence was significantly more frequent in group A (P=0.022). Nevertheless, in the stage III/IV subgroup of group A, the albumin level, PNI, and LMR were found to be significantly lower (P<0.001, P<0.001, and P=0.012, respectively). The severe postoperative complication and mortality rates were significantly higher (P=0.001 and P=0.002, respectively) in the stage III/IV subgroup of group A. The cancer recurrence rate was not significantly different in the stage III/IV subgroup among the BMI groups (P=0.400; Table 2 ). 
Post-operative short-term outcomes
Post-operative long-term outcomes
The 5-year DFS was 61.2% in group A, 74.3% in group B, and 88.3% in group C; these values were significantly different (P<0.001). In the stage I/II subgroups, the 5-year DFS of group A was worse than that of the other groups (88.5%, 99.2%, and 98.6% in groups A, B, and C, respectively; P<0.001). However, the 5-year DFS did not differ in the stage III subgroups among the BMI groups (35.1%, 41.0%, and 47.4% in groups A, B, and C, respectively; P=0.431; Fig. 1 .001 Values are presented as mean±standard deviation, and number (%). BMI = body mass index; ALC = absolute lymphocyte count; PNI = prognostic nutritional index; LMR = lymphocyte to monocyte ratio; C-D = Clavien-Dindo classification. *Three cases in group A, 6 cases in group B, and 3 cases in group C were excluded because the stage was IV.
The 5-year OS was 55.5% in group A, 72.4% in group B, and 81.0% in group C; these values were significantly different (P<0.001). In the stage I/II subgroups, the 5-year OS of group A was worse than that of the other groups (83.3%, 89.3%, and 95.7% in groups A, B, and C, respectively; P=0.008). However, the 5-year OS did not differ in the stage III/IV subgroups among the BMI groups (34.5%, 42.6%, and 38.5% in groups A, B, and C, respectively; P=0.797; Fig. 2 
DISCUSSION
We retrospectively investigated the impact of preoperative low BMI on the short-term surgical outcomes and long-term oncological outcomes of 510 patients with gastric cancer. The 5-year OS in the low BMI group was significantly worse compared to the normal and high BMI group. This finding appears to be natural, as the proportion of patients with stage III/IV in the low BMI 0.229 HR = hazard ratio; CI = confidence interval; BMI = body mass index; EBL = estimated blood loss; LND = lymph node dissection; ALC = absolute lymphocyte count; PNI = prognostic nutritional index; LMR = lymphocyte monocyte ratio.
group was significantly higher than that in the other BMI groups. However, when the patients were subclassified into stage I/II and stage III/IV subgroups, the 5-year OS in the low BMI group was significantly worse in only the stage I/II subgroup and not in the stage III/IV subgroup. In the Cox proportional hazards model for OS, low BMI was found to be an independent poor prognostic factor in only the stage I/II subgroup and not in the stage III/IV subgroup or the whole patient group. This indicates that the worse survival in the low BMI group among all the patients was primarily attributable to the worse survival in the stage I/II subgroup of the low BMI group. In fact, this is a unique finding in our study as compared to the findings of other recent studies that assessed the prognostic impact of low BMI in patients with gastric cancer [10, 35, 36] . Ejaz et al. [10] reported that the OS in low BMI patients was worse only when it was accompanied by low serum albumin levels. Wada et al. [35] reported that low BMI was an independent poor prognostic factor for OS and disease-specific survival. Migita et al. [36] reported that low BMI was an independent predictor of poor OS in only stage I disease, but it was associated with a higher rate of non-cancer-related death. In the present study, low BMI was associated with poor survival in only the stage I/II subgroup, and it was associated with a higher severe postoperative complication rate in only the stage III/IV subgroup. Unlike the results reported by Migita et al., the poor survival of the patients with low BMI and stage I/II disease in our study did not result from non-cancer-related death but mainly from cancer recurrence.
A low nutritional status among cancer patients is reportedly associated with a poor prognosis [37, 38] . This observation appeared to be true in the stage I/II subgroup of our study, as there were significantly more patients with a low LMR in the low BMI group than in the high BMI group of the stage I/II subgroup. This finding may be linked to the depressive effect of protein-calorie malnutrition during cell-mediated antitumor immunity [39, 40] . Low LMR and low BMI were independent poor prognostic factors of OS.
Previous studies suggested that LMR is a surrogate marker for the ratio of tumor-infiltrating lymphocytes (TILs) and tumor-associated macrophages (TMAs), which are important immune cells. TILs are thought to be responsible for cellular and humoral antitumor responses that contribute to tumor control. TMAs accelerate tumor progression through the production of growth factors and cytokines that subsequently lead to angiogenesis and anti-immune responses [13] . A recent study showed that LMR was an independent prognostic factor in gastric cancer patients, as in the present study [11] . However, low LMR was an independent poor prognostic factor in the stage I/II subgroup but not in the stage III/ IV subgroup in the present study. Therefore, the poor prognostic impact of low BMI might disappear in the stage III/IV subgroup. Instead, low BMI was an independent risk factor for severe postoperative complications, including mortality, in the stage III/IV subgroup. The number of patients with a low LMR was not significantly different in the stage III/IV group compared to the other BMI groups. We postulate that the poor prognostic impact of low BMI is only applicable when the tumor burden is relatively small, as in the stage I/II subgroup in the present study. With an increase in the tumor burden, as in the stage III/IV subgroup of our study, the poor prognostic impact of low BMI cannot be applied. In contrast, the PNI in the stage III/IV subgroup of the low BMI group was significantly lower than in the stage III/ IV subgroup of the normal and high BMI groups, unlike that noted in the stage I/II subgroup. Moreover, PNI was an independent prognostic factor for severe postoperative complications in the stage III/IV subgroup but not in the stage I/II subgroup. PNI serves as a factor that increases the surgical risk of patients, because the PNI was originally devised by Onodera et al. to assess the preoperative nutritional condition and to predict the surgical risk for patients with gastrointestinal malignancy [38] .
Our findings emphasize the importance of several immunological and nutritional indices including LMR and PNI, which can be easily calculated from routine laboratory examinations, in the perioperative management of patients with gastric cancer. If a patient with a low BMI has an LMR value <3 and a tumor of not more than stage II, including early gastric cancer, a more intensive follow-up program and adjuvant treatment plan, which are used in the treatment of advanced gastric cancer, are needed for the early detection and the prevention of recurrence. If a patient with a low BMI has a low PNI value and a tumor of more than stage II, more intensive nutritional support is needed during the pre-and postoperative management to prevent severe postoperative complications.
The present study has certain limitations. First, this was a relatively small-sized retrospective study, and the number of patients in the low BMI group was less than that in the normal and high BMI groups. Hence, there is a possibility of some selection bias. Second, the surgical mortality rate (9.8%) in the low BMI group was relatively higher than that in other gastrectomy series, although the surgical mortality rate of the entire patient group was 2.1% (11/510), which was not different from other gastrectomy series [41] [42] [43] . Third, we may have neglected the effect of obesity (BMI ≥30 kg/m 2 ) on the outcomes, because we considered this group to be a part of the high BMI group; there were only 8 obese patients (1.6%) in the present study, which is negligible. Nevertheless, more large-scale studies are needed to draw more conclusive results regarding the impact of low BMI on the outcomes of patients with gastric cancer. Finally, we did not investigate the difference between pre-operative and postoperative nutritional status and BMI, which may give an additional effect on the prognosis by poor nutrition-related repressed tumor-immunity.
In conclusion, preoperative low BMI in patients with gastric cancer adversely affects survival among those with stage I/II disease and increases the severe postoperative complication rate among those with stage III/IV disease. More consideration should be given to adjuvant treatment and follow-up programs in stage I/II disease for the prevention or early detection of recurrence and to preoperative preparation in stage III/IV disease to prevent severe postoperative complications when a gastric cancer patient with low BMI is treated.
